Summary. 6-( 1'-Methyl-4'-nitro-5'-imidazolyl) -mercaptopurine had an LD50 intraperitoneally (i.p.) for the mother animals of 300 mg/kg and a lethal litter effect on the 7th day of gestation at a dose of approximately 10 mg/kg i.p.
INTRODUCTION
Previous reports (Thiersch, 1954 (Thiersch, , 1957 showed that 6-mercaptopurine, 6-chloropurine, 6-thioguanine affected the foetuses of rats in utero when given to the mother animals following implantation and before mid-term. It was, therefore, of interest to extend these studies to heterocyclic thiopurines.
The compounds 6-(l'-methyl-4'-nitro-5'-imidazolyl)-mercaptopurine and 2-amino-6-(r-methyl-4'-nitro-5'-imidazolyl)-mercaptopurine were synthesized to produce thiopurines in a metabolically active but masked form (Elion, Lange & Hitchings, 1956) . Both compounds were shown to have anti-tumor activity in rodents and man (Elion, Bieber & Hitchings, 1960; Elion, Callahan, Hitchings & Rundles, 1960;  Rundles, Lassio, Itoga, Hobson & Garrison, 1961) . BW 57-322 showed, in addition, a suppression of antibody formation against kidney homografts in dogs (Calne, 1960) and against sheep red blood cells in mice (Nathan, Bieber, Elion & Hitchings, 1961 of all the foetuses and half of all the litters. Sixteen per cent of the survivors were stunted. A single 10-mg/kg dose administrated on the 6th day destroyed nearly 80% of all the foetuses and 60% of all the litters. The same dose given on the 1 lth day of gestation led to stunting of 39% of the survivors, but did not destroy a single foetus. A single 20-mg/kg dose given just before implantation on the 4th and 5th day of gestation destroyed 12% of the foetuses and only one litter completely. A single 50-mg/kg dose given on the 1 lth day of gestation destroyed 36% of all the foetuses and led to the death of two complete litters. The sur¬ vivors were rather small and stunted.
Intraperitoneal doses
The i.p. doses are listed in Table 4 . A 1-mg/kg dose given from the 6th to 1 lth Table 4 shows the results obtained with the 2-mg/kg doses given i.p. This dose was most effective when given on the 5th and 6th day or on the 7th and 8th day, but had only minor effect when administrated on the 4th and 5th or on the
